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QUALITY SYS'IBM 

OBSERVATION 1 

There is afailure to thoroughly investigate batches that do notmeet specification. 

A. There was a failure to request a maoufaCtu~ investigation from a contract manumcturer after one drum 6i 
Lot of4-Am.inosall~clic Acid USP, an Active1'harmaceutica! Ingredient (API), failed specification for 
moisture content {spec: 15 ~ result: 1.094%-KF). There is no investigation to determine: root-<:&USC, if 
Qther segments ofthe lot were lmp&cted, and whetherconective actions were Identified to prevent reoccurrenc:e. · 
The remainder oflhe lot continued processing and was incorporated into Lot N14269 ofPASER granu(~.. . 
B. There is a failure to properly evaluate other batches-ofa drng product that ma.y be adversely impacted 
following the failure ofa batch to meet specification. An investigation into the fallure ofLot #14028 ofuncoated 
PASER granules for dri6d, sifted in-procesl b 4 ,est (i.e. particle size oftbo granules) ·determined variability ln 

od r4as tbe root cause. Lot #14032 and #14045 ofuncoated PASER grauuJes were aborted atthe 
Ll-''-llo..~ 
extrusion step due to atypically large-granules. Lot #14029 ofunooated PASER granules containing Lot 
1 was permitted to finish processing. The investigation failed to includeifMJmoact ofassessment for 

4 evaluating ffother batches ofuncoated PASBR granules utilizing Lot ~'b ) ( Ywore impacted. · 

FACILITIES AND EQUIPMENT SYSTEM 

OBSBRVATION·2 

Prqcedures for cleaning equipment used during the manumcturer ofactive phannaceutioal ingredients are not 
followed. 
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Specifically, there Js oot a requirement fur the visual asscs.anent ofcleanliness ofall equfpmemt used Inthe 
manUfacturer of4-Aminosalieyclie Acid USP. Proeedure, G-OO 18·01, Eq1Jfpment Cleaning .io Oeoeral, dated 
tn/2004 requires all equipment to be visually inspected fur o!~cssprior to \lSe a.ad rtJeiUires tho inspection to
be documented fa the batch reoord. Tb.e following was observed: 

A. 4On 4/3/2012, I 9bscrved exocssivc white residue !I (b ) (4 ) IJPC #{0)1 J,..ed Jri 1bemanu&~crof4-
Aminosalicycllc Acid USP. The manu&cturing record f« Lot N1481 of4-Aminosalioycllc Acid USP iadicated 

thatthe vessel was rinsed (cleaned) with purified waur on 3M/2Ql2. A viJad assessment of.cfeanliD~ prior to 


: use is not documented in the batch record. 


B. On 413120 12, I observed what appeared to be a brown residue inl {b) {4 ) 115H4ll'PC :~4 ed In tbe 
manufaeturer of4-Am.inosalicyclic Acid USP. Tbe manufacfurlng record forJ.:(;'t 1114'&1 of 4-AmiJiosaJicyclic 
Acid USP indicated that the ves~el was rinsed (cleaned) wfth purified water on 312912012. 1noted that an 
adequate visual assessment of clc~ess ofthe vessel is not possible for thfs pleoe of equipmentp tl!c viewing 
window appeared to be scra.tcbed making the fruide ofthe vessel difficult to clearly observe. Avisual assc.ssme.nt 
ofcleanliness prior to use is not documented in the ba~ch record. 

OBSERVATION 3 

Faoilities used in the manufacture and storage ofcomponents, active phanntceutical fngredients, and in-process 
materials .aro inadequate. 

A. There ls ·no temperature mapping stttdy for the cold-storage room in the auxilla.ry fac~ty, located on the 
premises but separate from tho main facility. The walls are.l.in.ed with an huulating material that dMS not appear 
to faciljtatc cleaning. There 1s inadeq~ space to faciUtate cleaning and inspection of~ers imd to prevent _ 
mix-ups. Thiswarehouse is used to storo uncoated PASBRgranules and~AmJnosalicyclio Acid USP. · 

B. The ambient storageroom in 1h~ aUxiliary facility, toea~ on the premises but separate from tho m4in facility, 
.is not maintained In a stato ofrepair. There is a small hole (approximately I ioob) in 1he posterior door; th.ere is 
also a sp4co between the floor and tbc bottom ofthe main door. I observed foliage in the warehouse. This 
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warehouse ls used to store tecbnical gradeDapJone and Am.ln.osalioyfato Sodium BP. 

C. Manufacturing Roo is currently under construction. Iobserved an exposed waD, an HVAC line with dud 
cape, cardboaxd eo.vering a vent in the room, and veots with a dust·.lilce appearmee. This room is used to store in· 
process, UD:C:OaUd PASER granu.tea. 

D. The walls in the dryiDg suite, used in the marmfac:turer ofuncoated PASBR granules, Is .not in asuitablestak 
of repair. I observed several, smAll gouges (approximately I inch long) in the wall located within the suite. 

E. Tbe manufacturing area for Dapsone USP unotmaintained In a state ofrepair. The ceiling in 1b.eares used in 
Dapsone ( ah.olc: (approximately 2 .inches) in tho plastic covering.·The . 
entrance to 1he suite Js Uned with a plastic sheet. In addition, I observed unidenttiicd black residue on tho floor 
adjacent to manufi.cturiDg vessels. 

OBSERVATION 4 

Equipment used iii the manufacture of drog products are not maintained in_a st:ne ofrepalr. 

Specifically, used during miiUng ofDapsone USP in not mamtained in a state ofrepair. 1observed 
chipped paint on this pieoe ofequipment. TWs piece of equipment was use~ during milling .ofDapoonetJSP Lot 
#1470, Part I and non 3/20/2012. 

PRODUCllON SYSTEM 

OBSERVATIONS 

There is a lack ofspeolfic man•twing mS'truotions and control procedures. 
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l____,_b) (4) The fofioWIDg defioiencles were noted: 

1. Dapsone USP Is not routinely evaluated for residual 

to an acceptable level. 


3. Procedure 0-0004.003, Personal Hygiene and Proper Dress, dated 313fl0Jl, requires 

requirements for this step. It is not clear what aretho corroct gowning requicements for this step. 


4. }J!ere is notM established procedure requiring operators to sanitize their-gloved bands before'-'-""'--'--/-"-~g 
Dapsor;.e ln addition, gloves are reused and there is no procedure to detail: the cleaning o~gloves, the 
requirements for when gloves can be reused or how used gloves ere stored priorto additional use. 

B. There is a failure to establish a final yield specification for Dapsone USP. Apercent theoretlcai yield is 
calcljlated atthe end ofthe manufacture ofDapsone USP; however, there fs no specification for the final yield 
or provisions to require.an investigation ifthe yfeld is atypical. 

OBSERVATION 6 

Containers used during the production ofdrug products are not identified at all times. 

Specifically, during a w~ugh of the filcility on 3/28/lO!2, I observed an orange container ofin-process 
PASBR. without a la.belldentlfying the materiaL Lot#14S63 (blend~ in·process ofbeing extruded) 8Dd#J4S69 
(blend) ofin-process PASER were being pl"'CC$Sed inManufacturing Room during this tim.o. 
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LABORATORYOONTROLSY~ 

OBSERVATION? 


The written stability pro&ram for drug products does not include specific; meaningful, and reliable test methods. 


Specifically, the stability program for Dapsone 2S mg and 1~g·tablets does not include a stabillty-iDdJcating 

method to monitor potential impurities. Test method, \1:5) (4~eC:mUna1ion ofRelatod CompOWJcfs 
inDapsone Tablets:2S mg and 100 mg, has been developed to evaluate impurities; the melhod Is ill draft and has 

' ·not been validated for its intended use. · 

This is a repeat observation from cbe FDA-483 issued ou 2124/11 . 

OBSERVATIONS 

Test results from component suppliers are aceeptod without testiog each component according to the established 
specification without evaluating the reliability ofthe supplier's analyses. 

Specifically, futl testing to{-(0} (4J not perfonned; an ident1ty test i$ performed with all othor testing 
accepted from the supplier's Certificate ofAnalysis (COA). Thero is no procedure for perfonnfng reduced testing 
to require an initial assessme~c reliability of the supplier's COA, and verification ofthe supplier's COA at 
appropriate intervals. b) ~IS used during the ~mmerclal manufacture ofDapsone USP# 4­
Aminosalicyclic Acid USP and tlllcoatOO PASER granules. 
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